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chain nodes : 

9 11 12 14 16 17 18 19 30 31 
ring nodes : 

1 2 3 4 5 6 22 23 24 25 26 27 34 35 36 37 38 
chain bonds : 

6-11 11-12 11-14 12-17 12-23 16-17 17-18 18-19 30-31 31-36 
ring bonds : 
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34 



1-2 1-6 2-3 3-4 4-5 5-6 22-23 22-27 23-24 24-25 25-26 26-27 34-35 

34-38 35-36 36-37 37-38 
exact/norm bonds : 

6-11 11-12 11-14 12-17 12-23 16-17 17-18 18-19 22-23 22-27 23-24 24-25 

25-26 26-27 30-31 31-36 34-35 34-38 35-36 36-37 37-38 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 



Gl : H, OH, MeO, EtO, n-PrO, i-PrO, n-BuO, i-BuO, s-BuO, t-BuO, CN, X, Ak 
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and the pharmaceutically acceptable salts of the prodrugs. The invention 
further provides pharmaceutical compns. comprising I, and methods for 
treating or preventing diseases, disorders, conditions, or symptoms 
mediated by an ER (e.g. female sexual dysfunction, postmenopausal 
syndrome, osteoporosis, elevated serum cholesterol levels, and breast or 
uterine cancer) which comprise administering to a mammalian subject in 
need of treatment therewith, an effective amt. of I, or a pharmaceutically 
acceptable salt, stereoisomer, or prodrug thereof, or a pharmaceutically 
acceptable salt of the prodrug, or a pharmaceutical corapn. comprising I, 
or a pharmaceutically acceptable salt, stereoisomer, or prodrug thereof, 
or a pharmaceutically acceptable salt of the prodrug. The invention 
further provides pharmaceutical compns. comprising combinations of I and 
21 of NaF, estrogen, a bone anabolic agent, a growth hormone or 
growth hormone secretagogue, a prostaglandin agonist/antagonist, and a 
parathyroid hormone, and methods of treating or preventing diseases, 
disorders, conditions, or symptoms mediated by an ER comprising the 
administration of an effective amt. of such combination to a mammalian 
subject in need of treatment therewith. Although the methods of prepn. 
are not claimed, 212 example prepns. are included. For example, II was 
prepd. in 41% yield by base hydrolysis of its p-toluenesulfonic acid 
ester, which in turn was prepd. N-acylation of toluene-4-sulf onic acid 
4- [[ [4- [2- (pyrrolidin-l-yl)ethoxy] phenyl] amino] methyl] phenyl ester by 
cyclohexanecarbonyl chloride. Toluene-4 -sulfonic acid 
4- [{ [4- [2- (pyrrolidin-l-yl) ethoxy] phenyl] amino] methyl] phenyl ester was 
"prepd. in 2 steps (71 and 80%, resp., yields) starting with tosylate 
formation from 4 -hydroxybenz aldehyde followed by imine formation with 
[4- [2- (pyrrolidin-l-yl) ethoxy] phenyl] amine and redn. by NaBH4. For It Q - 
R9- and Z-substituted Ph or six-membered heteroaryl ring contg. 1-2 N 
atoms; Rl, R2, R3, and R9 are H, hydroxy, halogen, cyano, -(C1-C6) alkyl 
(un) substituted with 1-3 F atoms and -0(C1-C6) alkyl (un) substituted with 
1-3 F atoms. R4 is H or - (C1-C6) alkyl; R5 is - (C1-C7) alkyl 
(un) substituted with 1-6 halogen atoms, - (C2-C6) alkenyl, 
-(C2-C6)alkenyl-M, or -(CH2)n-M, wherein n - 0-5 and M is (i) a fully 
satd. 3-8 membered ring, or a partially satd., or fully satd. 5-8 membered 
ring optionally having - 1-4 heteroatoms independently O, N, and S, or 
(ii) a bicyclic ring comprising two fused partially satd., fully satd., or 
fully unsatd. 5- or 6-membered rings optionally having 1-4 heteroatoms 
independently O, N and S. X is CO or S02; Z is -0(CH2) n-NRaRb, 
- (CH2 ) n-NRaRb, -CH:CH-C(0) -NRaRb, - (CH2) n-COOH, -CH:CH-COOH, 
-0(C1-C6) alkyl, -CH:CH-C02 (CI -C6) alkyl, or - (CH2) n-OH; addnl. details are 
given in the claims. 

REFERENCE COUNT: 11 THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AB The present invention provides amides and sulfonamides (shown as It 

variables defined below; many of the examples contain the pyrrolidine 
ring, e.g. II) that are estrogen receptor (ER) ligands (no data), the 
pharmaceutically acceptable salts, stereoisomers, and prodrugs thereof, 
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Title compds. [I; Rl - H, (substituted) aryl, aralkyl, heterocyclyl, 
diarylalkyl, alkyl, etc.; R2 - (substituted) aryl, aralkyl, cycloalkyl, 
heterocyclyl, heterocyclylalkyl, etc.; X1-X4 - null, CO, S02> R1NR2X1 - 
(substituted) heterocyclyl; A - (substituted) alkyl, alkenyl, cycloalkyl, 
cycloalkylalkyl, etc.; Y - 0, NH, S, S02; n - 0-5; R4 - H, amino, 
alkylamino, dialkylamino, heterocyclyl, alkylheterocyclyl, etc.], were 
prepaced Thus, N- [3- [2- (1 -pyrrolidine) ethoxy] phenyl] -N- (cis-3- 
aminocyclohexyl)methyl-4-fluorophenylcarboxamide (preparation given) and 

to 

in PhMe were treated sequentially with Ti(OiPc)4, EtOH, and NaBH(0Ac)3 to 
give a crude residue which in CH2C12 was treated with Me3CCOCl to give 
title compound (II). II inhibited motilin-induced contraction in rabbit 
colon with IC50 - 0.029 yM. 
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chain nodes : 

9 11 12 14 16 17 18 19 30 31 43 
ring nodes : 

1 2 3 4 5 6 22 23 24 25 26 27 34 35 36 37 38 
chain bonds : 

6-11 11-12 11-14 12-17 12-23 16-17 17-18 17-43 18-19 30-31 31-36 
ring bonds : 



1-2 1-6 2-3 3-4 4-5 5-6 22-23 22-27 23-24 24-25 25-26 26-27 34-35 

34-38 35-36 36-37 37-38 
exact/norm bonds : 

6-11 11-12 11-14 12-17 12-23 16-17 17-18 17-43 18-19 22-23 22-27 23-24 

24-25 25-26 26-27 30-31 31-36 34-35 34-38 35-36 36-37 37-38 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 



Gl : H, OH, MeO, EtO, n-PrO, i-PrO, n-BuO, i-BuO, s-BuO, t-BuO, CN, X, Ak 

G2 : Ak , H 

G3:C,N 

G4:H,Cy,Ak 

G5 :0, S, C 

Hydrogen count : 
11 : >= minimum 1 
Match level : 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 9:CLASS 10:CLASS 11: CLASS 

12: CLASS 14: CLASS 16: CLASS 17: CLASS 18: CLASS 19: Atom 22: Atom 23: Atom 

24: Atom 25: Atom 26: Atom 27: Atom 30: CLASS 31: CLASS 33: CLASS 34: Atom 35: Atom 

36: Atom 37: Atom 38: Atom 43: CLASS 
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11 ANSWERS 
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BATCH **COMPLETE** 
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FULL SCREEN SEARCH COMPLETED - 1380 TO ITERATE 



100.0% PROCESSED 1380 ITERATIONS 

SEARCH TIME: 00.00.02 



191 ANSWERS 
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and the phanaaceutically acceptable salts of the prodrugs. The invention 
further provides pharmaceutical compns. comprising I, and methods for 
treating or preventing diseases, disorders, conditions, or symptoms 
mediated by an ER (e.g. female sexual dysfunction, postmenopausal 
syndrome, osteoporosis, elevated serum cholesterol levels, and breast or 
uterine cancer) which comprise administering to a mammalian subject in 
need of treatment therewith, an effective amt. of I, or a pharmaceutical^ 
acceptable salt, stereoisomer, or prodrug thereof, or a pharmaceutical^ 
acceptable salt of the prodrug, or a pharmaceutical compn. comprising I, 
or a pharmaceutical^ acceptable salt, stereoisomer, or prodrug thereof, 
or a pharmaceutical^ acceptable salt of the prodrug. The invention 
further provides pharmaceutical compns. comprising combinations of I and 
il of NaF, estrogen, a bone anabolic agent, a growth hormone or 
growth hormone secretagogue, a prostaglandin agonist/antagonist, and a 
parathyroid hormone, and methods of treating or preventing diseases, 
disorders, conditions, or symptoms mediated by an ER comprising the 
administration of an effective amt. of such combination to a mammalian 
subject in need of treatment therewith. Although the methods of prepn. 
are not claimed, 212 example prepns. are included. For example, II was 
prepd. in 411 yield by base hydrolysis of its p-toluenesulfonic acid 
ester, which in turn was prepd. N-acylation of toluene-4-sulfonic acid 
4-( [ (4-(2-(pyrrolidin-l-yl) ethoxy] phenyl] ami no] methyl] phenyl ester by 
eye lohexanecar bony 1 chloride. Toluene-4-sulfonic acid 
4- [ [ [4-(2- (pyrrolidin-l-yl) ethoxy] phenyl] amino] methyl] phenyl ester was 
prepd. in 2 steps (71 and 80%, resp., yields) starting with tosylate 
formation from 4 -hydroxybenz aldehyde followed by imine formation with 
[4- [2- (pyrrolidin-l-yl) ethoxy] phenyl] amine and redn. by NaBH4. For I: Q - 
R9- and Z- substituted Ph or six-membered heteroaryl ring contg. 1-2 N 
atoms/ Rl, R2, R3, and R9 are H, hydroxy, halogen, cyano, -(C1-C6) allcyl 
(un) substituted with 1-3 F atoms and -O (C1-C6) alkyl (un) substituted with 
1-3 F atoms. R4 is H or - (C1-C6) alkyl; R5 is - (C1-C7) alkyl 
(un) substituted with 1-6 halogen atoms, -(C2-C6) alkenyl, 
-(C2-C6)alkenyl-M, or -(CH2)n-M, wherein n - 0-5 and H is (i) a fully 
satd. 3-8 membered ring, or a partially satd., or fully satd. 5-8 membered 
ring optionally having - 1-4 heteroatoms independently 0, N, and S, or 
(ii) a bi cyclic ring comprising two fused partially satd., fully satd., or 
fully unsatd. 5- or 6-membered rings optionally having 1-4 heteroatoms 
independently O, N and S. X is CO or S02; Z is -0(CH2) n-NRaRb, 
- (CH2) n-NRaRb, -CH:CH-C<0) -NRaRb, - (CH2) n-COOH, -CH:CH-COOH. 
-0(C1-C6) alkyl, -CH:CH-C02 (C1-C6) alkyl, or - (CH2) n-OH; addnl. details are 
given in the claims. 
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AB The present invention provides amides and sulfonamides (shown as Ii 

variables defined below; many of the examples contain the pyrrolidine 
ring, e.g. II) that are estrogen receptor (ER) Uganda (no data), the 
pharmaceutical^ acceptable salts, stereoisomers, and prodrugs thereof. 



